Dr. PARKES WEBER said that he would like to compare this case with the rare cases of localized " puffiness " of the lower extremities, sometimes actual cedema of them, in young women of about the same age as this patient, which occasionally yielded to thyroid treatment. He had maintained that each person had his or her " local soils," so that when there was either too much or too little of some hormone, the effect produced was not similarly distributed in everybody, nor was the effect always symmetrical. (Cf. F. P. Weber and F. R. B. Atkinson, "Unilateral Cutis Verticis Gyrata in an Acromegalic Man," Brit. Journ. Derm. and Syph., London, 1928, xl, 454.) Dr. ADOLPHE ABRAHAMS said he bad empirically administered thyroid extract in two such cases with improvement. He agreed with Dr. Parkes Weber that there might well be many local manifestations of endocrine disturbance.
(4) Sporadic Cretinism.-H. V. MORLOCK, M.D.-Female, aged 18. Normal birth, developed normally, sat up at 9 months, walked at 16 months. Talked at 2 years of age. When 3 years old was noticed to be becoming very fat and listless, would sit about for hours without playing, and would forget to eat; height, 35 in.
Aged 5 At present she is employed as a ward maid at the Miller General Hospital. Height, 5 ft.; facial appearance not suggestive of cretinism; macroglossia; hand short, fingers stubby; hirsuties poorly developed. Menstruation has recently begun, but has not become regularly established. Mental development fair.
Discussion.-The PRESIDENT asked what dose of thyroid Dr. Morlock gave; was a larger quantity given when treatment was first begun than was now needed to keep the patient at her optimum? He had met with cases in which the disease set in during early life, apparently as a result of a definite illness.
Dr. E. A. COOKAYNE said he thought this case should be called juvenile myxaedema, not sporadic cretinism; the girl was not a cretin.
Dr. MORLOCK (in reply) said that there were two points of interest about the case. The first was that cretinism should have set in at three years of age. The second was that the girl, after being untreated for four years, improved remarkably when thyroid was given. He could not state the dose of thyroid at the commencement of treatment, as she was not then under his care. When she appeared as a wardmaid at the Miller Hospital she said she was taking thyroid, but did not know why. At present she was taking 2 gr. of dry thyroid extract daily, and that kept her quite well; her pulse was not more frequent than 80, and she was not losing weight. He had not reduced the dose, as at present menstruation had not been properly established, so that probably there was still some hypothyroidism. The mother said this condition first appeared after an attack of measles, but he (Dr. Morlock) had satisfied himself that the measles did not occur till after the cretinism had been present for a year. gother 5 ft. 3 in. in height, father rather taller. When carrying this child, her motber thought she was going to have a miscarriage at the fourth month. At birth she was about 5 lb. in weight, and " ever so much smaller than the other children had been," with smaller features. She was not backward in sitting up or in Wplking. Has grown very slowly, and according to the mother has grown 1 to ii i'. since the age of twenty. Mentally she has always been rather slow, but is i, t ahildish, and can read, write and play the piano. Menstruation first began when s5b was 24 years old, and usually lasts six days, but is always scanty, and she may naiss a month altogether.
The swelling in the thyroid gland was first noticed at the age of six months: at the age of three years it extended from the mandible to the sternum, laterally to the anterior borders of the sterno-mastoid muscles, and necessitated operation on account of pressure symptoms. There have been four operations in all on this account, the last when the patient was aged 20. Section of the gland showed s a parenchymatous goitre with remarkable increase in length of lining cells, and but little colloid."
When first seen in April, 1928, her weight was 66 lb., and her height 501 in.
.She had a large swelling in the right lobe of the thyroid gland, displacing the trachea markedly to the left. Investigations showed a normal-sized pituitary fossa and normal fields of vision. The epiphyses around the elbow-joint had closed, but the epiphyses at the lower ends of the radius and ulna on both sides were wide open and six epiphyses of the metacarpals had not joined. Thus her age, according to her epiphyses, was 18 to 20 years. Sugar-tolerance normal; basal metabolic rate persistently 9 to 12 per cent. below normal. She has been treated with ext. thyroid. siccum gr. i, increasing to gr. 1, t.d.s., and whole pituitary gland increasing to grs. 10 t.d.s. Two menstrual periods since have been normal, with a normal blood-loss: she has gained 5 lb. in weight; the thyroid swelling is very considerably smaller and patient has become much brighter and happier.
As she has had the lumps in the thyroid since the age of 3, the question is whether the primary disease was in the thvroid or the anterior pituitary lobe. The metabolic rate has never been lower than 11 per cent. below the normal. She is not stunted mentally. I am inclined to the view that the thyroid is compensatory to a primary anterior pituitary deficiency, and that the growths which she has had and which have recurred when cut out, are attempts on the part of the thyroid gland to make up for this deficiency. We have tried the effect of thyroid and pituitary over the last eleven months, and in addition to the fact that the thyroid is smaller, she is also better in herself. To-day her forehead is scarcely wrinkled, and she is brighter. The metabolic rate has gone up, and we thought of keeping her a little above the normal, in the hope of further improvement.
Di8cu88ion.-The PRESIDENT said the question in this case was as to whether there was any relationship between the undoubted thyroid disease and the probable anterior pituitary disease. He presumed that the pituitary gland wais given by the mouth [Dr WARNER: Yes.] Dr. GERALD SLOT said that three years ago Dr. 0. Leyton and himself had tried the effect of giving pituitary by the mouth, and afterwards subcutaneously in cases which could be controlled on the basis of the output of urine. They had used various oral preparations of pituitary, and found that these had no influence on the urinary output, whereas when they were given by the subcutaneous route there was an immediate improvement in that respect.
In the present case he did not see what definite evidence there was for introducing a pituitary factor at all; the thyroid alone, he thought, would account for all the symptoms.
Dr. PARKES WEBER said that much had been written on the subject of pituitary dwarfism, but he had not heard that pituitary treatment by the mouth had done any undoubted good in any of the cases. He supposed the present case would be regarded as a very mild form of Hastings Gilford's ateleiosis, the "pituitary dwarfism" of the French; and .
he thought there might have been compensatory reaQtion on the part of other endocrine organs, especially the thyroid, which would account for the comparative mildness of the symptoms in this case. On the other hand, it had not been really proved that this was a pituitary case at all; there was no evidence of calcification of the pituitary fossa, nor of a cyst in the vicinity, nor was the pituitary fossa small for the age, or rather for the size and general physical development of the patient.
Dr. E. A. COCKAYNE said that he also would have thought the thyroid deficiency would have accounted for the whole condition present. He supposed that the comparatively good mentality was what was relied upon. He had seen cases of hypothyroidism with a mentality very little below the normal for the age. Obviously the patient was not a cretin.
The PRESIDENT asked if any Members had had experience of pituitary given by the mouth, as it was important to know whether it escaped destruction in the stomach. He remembered a case shown before the Section a few years ago in which pituitary gland had been given orally, apparently with success. He thought there had been other-cases of the kind since.
Dr. W. S. C. COPEMAN said that when he was house physician to Dr. Poynton at Great Ormond Street Children's Hospital the point raised by the President occurred to Dr. Poynton, and as three cases of the usual type showing pituitary deficiency happened to be in the ward, he made a careful study of them. Dr. Poynton concluded that pituitary extract given by the mouth, when combined with thyroid extract (which did not seem to be specifically indicated), was a success so long as the administration was continued. Administration of the pituitary was dropped for some months, and the three children relapsed to their original condition. This suggested that thyroid was necessary for the successful results from pituitary extract; also that the effect continued only so long as the administration lasted. His remarks referred to anterior lobe extract.
Dr. GERALD SLOT drew attention to an account in the current British Medical Journal,I by Dr. Bernard Myers, of five cases of endocrine trouble in which he used pituitary successfully by the mouth. Dr. Myers regarded them as cases of hypopituitarisin.
Dr. E. P. POULTON (in reply) said he thought it was the posterior pituitary extract which was beneficial in diabetes insipidus on injection, but when given by the mouth it was without effect. Hence, in the case of whole-gland tablets given by the mouth, it could only be the anterior part that was useful.
In answer to Dr. Parkes Weber, he (the speaker) regarded ateleiosis with sexual immaturity as the same as the Loraine type of infantilism, viz., a perfectly formed small and immature individual. But when there was an element of senility, progeria was diagnosed. The fact that there was this appearance of elderliness pointed exclusively to the pituitary. This woman certainly looked older a year ago than now.
The point raised by Dr. Cockayne as to myxcedema might be answered thus: If a myxcedematous person was so stunted one would expect more severe symptoms, and the basal metabolism would have been lower than minus 12. In a fully advanced case of iyxcedema the basal metabolism might be minus 40.
The administration of pituitary and thyroid by the muouth was suggested by the work of Dr. Gardiner Hill and his colleagues, in which they showed that cases of hypopituitarism did well when given whole-gland pituitary by the mouth plus thyroid. In " Simmonds' disease'" there was a vascular lesion of the pituitary, without any alteration in the fossa.
Dr. POULTON, in further reply, said that the reason that treatment of acromegaly by the gland was sometimes apparently successfuil when it was given orally might be because the activity had died out, leaving hypopituitarisimi, i.e., dyspituitarism, as originallv described by Cushing.
TDr. E. C. WARNER (in reply) said that if this had been a case of primary thyroid deficiency, one would not have expected the patient to be stunted when born, because cretinism did not reveal itself in the first few months after birth, and her hypothyroidism was probably the result of the operations. Harvey Cushing, in a series of lectures on endocrine disorders, delivered three years ago, had stated that he was definite that in certain cases he obtained benefit by giving pituitary apart from thyroid. Some cases benefited, as was shown by increase in height, and by sexual advance, after giving pituitary. Following the work of Gardiner Hill, he (Dr. Warner) had tried, in some of the cases of very fat people, giving, first of all, whole pituitary gland alone, also thyroid gland alone. His general impression was that there was a greater drop in weight, over a given time, if both glands were given. December, 1928 . For six weeks he had noticed that his thyroid was getting large, and his attention was first called to it by the fact that he was unable to wear his collar.
For five weeks his eyes had been very prominent and staring. Three months previously, while driving an omnibus, be had nearly run over a woman, and this had unset him.
